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Method and apg^atu§Jto£Jktemining t,h^ , cardiac ... output of . a_ 




The invention relates to a method for determining the 
cardiac output of a patient, wherein the patient's respiration 
cycle is determined and an indicator is injected into the 
patient's bloodstream over a period of at least substantially 
one respiration cycle, wherein the change in the indicator 
value in the bloodstream downstream of the injection point is 
measured over a period of a number (n) of respiration cycles 
and the injected amount of indicator is established, wherein 
the cardiac output is determined on the basis of the measured 
change in the indicator value, the amount of indicator injected 
into the blood and the initial value thereof, as well as to an 
apparatus for determining the cardiac output of the patient. 

The measurement carried out in accordance with this method 
is known as thermal dilution measurement, wherein a catheter is 
introduced into the patient's bloodstream, via which catheter a 
relatively cold fluid, for example, is injected into the blood 
as the indicator. A sensor is attached to the catheter in 
question or to a similar catheter downstream of the injection 
point, seen in the direction of flow of the blood, by means of 
which the blood temperature can be measured. In this manner a 
so-called thermal dilution curve can be determined, which 
indicates the change in the temperature. Since the injected 
amount of indicator is known, it is possible to determine the 
cardiac output on the basis of the thermal dilution curve. One 
requirement of the prior art method is that the cardiac output 
be constant. In practice it has become apparent, however, that 
two major disruptions of the supposedly constant cardiac output 
exist; one factor is the pulsating output caused by the action 
of the heart, and the other factor is formed by ail other low- 
frequency variations in the cardiac output, which are for 
example caused by artificial respiration of the patient. 
Generally, the variations in the cardiac output caused by the 
action of the heart are not considered to have a disruptive 
effect as regards the application of the thermal dilution 
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method. When artificial respirat ion is being applied to a 
patient by means of an artificial respirator, however, the 
cardiac output is influenced to such an extent that it can no 
longer be considered to be constant but to be of a fluctuating 
nature. It is precisely when artificial respiration is being 
applied to a patient by means of an artificial respirator that 
it is highly desirable that the average cardiac output be 
determined with great accuracy, since this value constitutes 
one of the criteria in monitoring a patient's condition. 
Research conducted by J.R.C. Jansen et al , among others, 
Intensive Care Med 1990, 16, pp. 422 - 425, has shown that when 
the cardiac output is determined by means of the thermal 
dilution method, the measuring results may exhibit a dispersion 
of 65 - 125% of the average. 

NL-B-1 005 572 discloses a method and apparatus of the 
above kind by means of which the accuracy of the thermal 
dilution method can be enhanced by injecting the indicator 
exactly over the period of one respiration cycle. By using only 
one injection over the period of one respiration cycle, the 
same result is obtained as by computing the average on the 
basis of a number of thermal dilution measurements according to 
the conventional method, as for example described in the 
aforesaid article . 

The object of the invention is to further improve the 
method and apparatus of the kind referred to in the 
introduction. 

In order to accomplish that objective, the method 
according to the invention is characterized in that a first 
variation of the indicator value is measured over at least 
substantially the period of one respiration cycle, preferably 
directly prior to the injection, and in that the change in the 
indicator value caused by the injection is determined on the 
basis of the difference between the change in the indicator 
value measured over a period of n times that of the first 
variation and n times the measured first variation. 

In this manner the accuracy of the thermal dilution method 
is further enhanced in that the variation in the indicator 
value over a period of one respiration cycle is removed from 
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the measurement of the indicator value over a period of n 
respiration cycles. As a result, all cyclical variation in the 
indicator value is removed from the measuring result, so that 
only the change in the indicator value that is caused by the 
5 injection is obtained. 

Preferably, a second variation in the indicator value is 
measured over a period of at least substantially one 
respiration cycle, preferably directly contiguous to the 
measurement of the change in the indicator value, wherein the 
10 average of the first and the second variation is determined, 
which average is used for determining the change in the 
indicator value rather than the first variation. The advantage 
^ thus obtained is that the accuracy is further enhanced and that 
y3 furthermore the slow drift in the indicator value is removed 
15ff from the measuring result. 

According to another embodiment, a so-called pulse contour 
measurement is carried out as well, whereby an arterial blood 
pressure signal is measured. The arterial blood pressure signal 
is approximately proportional to the cardiac output itself, 
2 0'::, assuming that the characteristic impedance of the vascular 
M: system is constant. This requirement is not met in practice, 
*t; because said characteristic impedance varies with a relatively 
y. large time constant. According to the invention an accurate 
measurement is made possible in that the arterial blood 

2 5 pressure signal is measured, wherein the values of the stroke 

volume and of the cardiac output over a period of one heartbeat 
are computed over a period corresponding to the number (n) of 
respiration cycles, wherein the average of the computed values 
is determined, and wherein a proportionality constant is 

3 0 computed from a comparison of the average output value thus 

computed and the cardiac output value determined on the basis 
of the change in the indicator value, after which the stroke 
volume and the cardiac output are multiplied by the computed 
proportionality constant. Thus the result of the thermal 
. 35 dilution measurement is used as calibration for the pulse 

contour measurement, as it were , after which the cardiac output 
can be continuously monitored without subsequent injections by 
means of the pulse contour measurement . The determination of 
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the cardiac output from the change in the indicator value can 
be repeated periodically, if desired, by carrying out a new 
injection and computing the proportionality constant. 

The invention also provides an apparatus for determining 
5 the cardiac output of a patient, which apparatus comprises a 
processing unit having a control output for controlling 
injection means, a first sensor for measuring the change in an 
indicator value in the patient's bloodstream and a second 
sensor for determining the patient's respiration cycle, wherein 

10 the processing unit is arranged for measuring the change in the 
indicator value in the bloodstream downstream of the injection 
point over a number (n) of respiration cycles, establishing the 
injected amount of indicator and determining the cardiac output 
on the basis of the measured change in the indicator value, the 

15 amount of indicator injected into the blood and the initial 
value thereof, which apparatus is according to the invention 
characterized in that the processing unit is arranged for 
measuring a first variation of the indicator value over at 
least substantially one respiration cycle, preferably directly 

2 0 prior to the injection of the indicator, and determining the 

change in the indicator value resulting from the injection on 
the basis of the difference between the measured change in the 
indicator value measured over a period of n times that of the 
first variation and n times the measured first variation. 
25 The invention will be explained in more detail hereafter 

with reference to the drawing, which schematically shows an 
exemplary embodiment of the apparatus according to the 
invention . 

Figure 1 is a block diagram of an embodiment of the 

3 0 apparatus according to the invention. 

Figures 2 and 3 are diagrams which illustrate the method 
according to the invention. 

It is noted that the term respiration cycle as used within 
the framework, of the description and the claims is understood 
35 to mean a natural respiration cycle as well as an artificial 

respiration cycle. The indicator may be a cold fluid, but also 
any other suitable indicator, such as a saline solution or a 
glucose solution or a colouring agent may be used. Although a 



WO 00/53087 PCT/NLOO/00102 

5 

cold fluid is used as the indicator in the present embodiment, 
it is also possible to use another indicator, therefore. 

Figure 1 shows apparatus for measuring the cardiac output 
of a patient, which apparatus comprises a processing unit 1, 
5 for example in the form of a PC with suitable software. The 
processing unit 1 comprises an input/output 2 for controlling 
injection means 3 (schematically indicated), by means of which 
a cold fluid can be injected into the patient's bloodstream. To 
this end a thermal dilution catheter is introduced into the 

10 patient's blood vessel in a usual manner. The temperature of 
said cold fluid is measured by means of a sensor 4, which is 
connected to processing unit 7. The catheter (not shown) is 
fitted with a sensor 7 located at some distance from the 
injection opening, by means of which the temperature of the 

15 blood downstream of the injection opening can be measured. 

Sensor 7 is connected to an input 8 of an amplifier 9, whose 
output signal is likewise supplied to the processing unit 1. 
Using the apparatus described so far, a so-called thermal 
dilution curve can be determined, from which the cardiac output 

2 0 can be computed on the basis of the injected amount of cold 
fluid and the temperature of said fluid. A plurality of 
injections of cold fluid would be required in order to be able 
to determine the average cardiac output. As is disclosed in NL- 
B-l 005 572, however, it is possible to determine the thermal 

2 5 dilution curve by means of only one injection over the period 

of one respiration cycle. 

To this end the apparatus disclosed herein comprises a 
sensor 10, which is connected to processing unit 1 via an 
amplifier 11. Sensor 10 measures a respiration cycle -dependent 
30 signal. Such a sensor can for example measure the concentration 
of carbon dioxide, the strength of the air flow, the 
temperature of the respiration air or the like. The processing 
unit 1 now controls the injection means 3 in such a manner that 
one injection of indicator is carried out accurately for the 

3 5 duration of one respiration cycle and subsequently records the 

change in the concentration of the indicator for a number n of 
respiration cycles. 

Figure 2 shows a temperature/ time diagram wherein the 
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temperature change is marked off as a function of the time. The 
average cardiac output is measured by one controlled injection 
for the duration of a respiration cycle and it is not necessary 
to carry out a number of measurements. In the example of Figure 
2 the period during which the change in the concentration is 
recorded is indicated Tl . This period runs from 6=4 to 6=12. 

When a cold fluid is injected as the indicator, the 
following equation applies: 

Q x Pi S t (T b T- t ) = Q\ P„SJA T b (t)dt 



wherein Qi is the injected volume, p is the specific heat and S 
is the specific mass of (i) injected matter and (b) blood, 
respectively, T is the temperature, Q' b is the cardiac output 
and AT b is the change in the temperature of the blood brought 
about by the injection of cold fluid. 

Rearrangement of the formula shows how the cardiac output 
can be computed. 

^ p b S b l&T b (t)dt 



This formula forms the basis for most thermal dilution "cardiac 
output" computers. 

Research has shown that it is not possible to achieve 
accurate measuring results in this manner, since the pulsating 
cardiac output fluctuates due to the natural respiration or 
artificial respiration via a ventilator. This is schematically 
shown in Figure 2. In this case the temperature change also 
includes a temperature variation which is not caused by the 
injection. This influence on the respiration can be removed by 
measuring the area below the measured temperature curve over a 
period of exactly one respiration cycle, preferably directly 
prior to the injection of the cold fluid. In the embodiment as 
shown in Figure 2 injection takes place at t=4, and 
consequently area A is measured first for the duration of 
period T2 . The determination of area B under the temperature 
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curve is started at the time of injection t=4, and lasts over a 
period of a number n of respiration cycles until t = 12 . The area 
resulting from the injection of the cold fluid will then be 
Area-Dil = B - n x A. 
5 The cardiac output is then computed as: 



g P,S.<T>T.) 

' p b Sb Area-Dil 

The influence of slow temperature drift resulting from an 
increase or decrease of the body temperature, for example, can 

10 furthermore be eliminated by measuring the temperature change 
over a period of exactly one respiration cycle directly prior 
to as well as directly contiguous to the injection. This 
situation is shown in Figure 3 . Both area A and area C are 
thereby measured over period T2 and over period T3 , 

15 respectively, so that the area resulting from the injection of 
the cold fluid will then be Area-Dil = B - n/2 x (A + C) . 

It is therefore possible with the method and apparatus 
disclosed herein to measure the average cardiac output of a 
patient with great accuracy by means of only one injection of 

20 indicator. 

According to a very advantageous embodiment the apparatus 
is also fitted with a sensor 12, which is connected to the 
processing unit 1 via an amplifier 13 . Sensor 12 measures the 
arterial blood pressure signal, for example in the aorta. It is 

25 known per se that it is possible to compute the noncalibrated 
value of the stroke volume and the cardiac output from said 
arterial blood pressure signal over a period of one pulsation 
of the heart. This is for example disclosed in US-A-3 841 313. 
In the apparatus disclosed therein, the computed values of the 

3 0 cardiac output are recorded over the period of the measurement 
of the thermal dilution curve, and the average thereof is 
determined. Then a proportionality constant is computed by the 
processing unit 1 by comparing the cardiac output value thus 
computed with the cardiac output which has been determined by 

35 means of the thermal dilution method. Then the computed values 
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for the stroke volume and the cardiac output resulting from the 
measurement of the arterial blood pressure can be continuously 
converted into accurate measurements by means of said 
proportionality constant . 

If desired, the processing unit can be programmed in such 
a manner that a thermal dilution determination is carried out 
periodically in the above -described manner, and a new 
proportionality constant can be determined. 

It is noted that the measuring results can be displayed on 
a screen 14, if desired. Furthermore it is noted that the 
thermal dilution measurement can be started automatically or by 
giving a suitable command, for example via a keyboard 15. 

The invention is not restricted to the above-described 
embodiment as shown in the drawing, which can be varied in 
several ways without departing from the scope of the invention. 
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1 . A method for determining the cardiac output of a 
patient, wherein the patient's respiration cycle is determined 
and an indicator is injected into the patient's bloodstream 
over a period of at least substantially one respiration cycle, 
wherein the change in the indicator value in the bloodstream 
downstream of the injection point is measured over a period of 
a number (n) of respiration cycles and the injected amount of 
indicator is established, wherein the cardiac output is 
determined on the basis of the measured change in the indicator 
value, the amount of indicator injected into the blood and the 
initial value thereof, characterized in that a first variation 
in the indicator value is measured over at least substantially 
the period of one respiration cycle, preferably directly prior 
to the injection, and in that the change in the indicator value 
caused by the injection is determined on the basis of the 
difference between the change in the indicator value measured 
over a period of n times that of the first variation and n 
times the measured first variation. 

2. A method according to claim 1, wherein a second 
variation in the indicator value is measured over a period of 
at least substantially one respiration cycle, preferably 
directly contiguous to the measurement of the change in the 
indicator value, wherein the average of the first and the 
second variation is determined, which average is used for 
determining the change in the indicator value rather than the 
first variation. 

3. A method according to claim 1 or 2 , wherein the 
arterial blood pressure signal is measured, wherein the values 
of the stroke volume and of the cardiac output over a period of 
one heartbeat are calculated over a period corresponding to the 
number (n) of respiration cycles, wherein the average of the 
calculated values is determined, and wherein a proportionality 
constant is computed from a comparison of the average output 
value thus calculated and the cardiac output value determined 
on the basis of the change in the indicator value, after which 
the stroke volume and the cardiac output are multiplied by the 
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computed proportionality constant. 

4. A method according to claim 3, wherein the 
determination of the cardiac output from the change in the 
indicator value is repeated periodically by carrying out a new 
injection and computing the proportionality constant. 

5 . Apparatus for determining the cardiac output of a 
patient, which apparatus comprises a processing unit having a 
control output for controlling injection means, a first sensor 
for measuring the change in an indicator value in the patient's 
bloodstream and a second sensor for determining the patient ' s 
respiration cycle, wherein the processing unit is arranged for 
measuring the change in the indicator value in the bloodstream 
downstream of the injection point over a number (n) of 
respiration cycles, establishing the injected amount of 
indicator and determining the cardiac output on the basis of 
the measured change in the indicator value, the amount of 
indicator injected into the blood and the initial value 
thereof, characterized in that the processing unit is arranged 
for measuring a first variation of the indicator value over at 
least substantially one respiration cycle, preferably directly 
prior to the injection of indicator, and determining the change 
in the indicator value resulting from the injection on the 
basis of the difference between the measured change in the 
indicator value measured over a period of n times that of the 
first variation and n times the measured first variation. 

6. Apparatus according to claim 5, wherein the 
processing unit is arranged for measuring a second variation in 
the indicator value is measured over a period of at least 
substantially one respiration cycle, preferably directly 
contiguous to the measurement of the change in the indicator 
value, wherein the processing unit determines the average of 
the first and the second variation, which average is used for 
determining the change in the indicator value rather than the 
first variation. 

7. Apparatus according to claim 5 or 6 , comprising a 
third sensor for measuring an arterial blood pressure signal, 
wherein the processing unit is arranged for calculating the 
values of the stroke volume and of the cardiac output over a 
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period of one heartbeat over a period corresponding to the 
number (n) of respiration cycles, wherein the average of the 
calculated values is determined, wherein the processing unit 
compares the average cardiac output value thus calculated and 
the cardiac output value determined on the basis of the change 
in the indicator value and computes a proportionality constant, 
after which the processing unit multiplies the stroke volume 
and the cardiac output computed from the arterial blood 
pressure signal by the computed proportionality constant. 
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5 hereby claim the benefit under 35 U.S C Section 119(e) of any United States provisional 
application^) listed below: 



{Application Serial Mo ) 


(Filing Date) 


(Application Serial No ) 


(Filing Date) 



{Application Serial No ) (R8ng Date) 

I hereby claim the benefit under 35 IL 5. C. Section 120 or any United States application^}, or 
Section 305(q) of any PCT International application designating the United States, listed below ana, 
insofar as the subject matter of each of the claims of this application Is not disclosed in the prior 
United States or PCT International application In the manner provided by the first paragraph of 35 

*1 U,S,C. Section 112, I acknowledge the duty to disclose to the United States Patent and Trademark 
Office all information known to me to ho material to patentability aa defined In Title 37. C F. Ft, 

£ Section 1.56 which became available between the filing date of th« prior application and the national 
or PCT international filing date of this application: 



(Application Sanal No,) 


(Filing Date) 


(Status) 

(patented, pending, abandoned) 


(Application Serial Me ) 


(Filing Date) 


(Statu*) 

(patented, pending, abandoned) 


(Application serial No.) 


(Filing Date) 


(Status) 

(patented, ponding, abandoned) 



t hereby declare that all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true; and further that those statements 
wore made with the knowledge that wilfful false statements and the like so made are punishable by 
fine or imprisonment, or both, under Section 1001 of Title 18 of the United States Coda and that euph 
willful false statements may Jeopardize the validity of the application or any patent Issued thereon. 



Form FTo-aa-oi (s^i) tMoaituaj 
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POWER OF ATTORNEY; As a named Inventor, I hefeby appoint th© following attorneys) and/or 
agant(e) to prosecute this application and (rans&ct ail business in the Patent and Trademark Office" 
co nne cted th ere with . (list n«ms and rag/stm tion nampefl 

Kevin J. DunJeflvy-Registration No.i2JEkt_. Jpbu I* KBirtilc-Reglsiriiatm No. 32,38? 



Send Correspondence to^^^^XO^^u^ 

gjgfat pan a Cteqter, Saite 1350 



£? Direct Telephone Calls to: (heme and (otophone number) 
Kevin J. pmatoavy at (315) 59»-P60Q 



Full name qf sole or onst invsntpr 
Josef Ftmiar Cornells JANSEN 



Cole or flreC livantor's >isnaturs 



Residence w / / / 

Aster 8, WI^ZIXI MZNgo^qkyhoH*, Netherlands f\J L>f^ 

The NeUierUtada 



FuS name of second lnv«ntor. if any 




Jobflimci Jacobus SCHREUJXEfc 




Second Inventors aignatuoe 


b«u» 


Vw ElcDnora Dust, 32, 1-21100 Varese* Italy 










Po3lCXfo»A<fdr«»<» 




Same «s above 







Fontt PTO-SB-CH (G-SS) (Modlfi^ 
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oa/cn -at WOE 03-. an rraf/uv w& ^ Bioot 
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m 005/008 



TO : 00339aeS6437J.25 



POWER CP ATTORNEY: As a named fowntor, I hereby appoint th* foiiouiiog o««. n « Ws) artd/or 
agem(s) to prosswto ttts appfioarion and trar^ct all business in the Pat^i « rt d T^ctemari cxKl 
connecteci therewith, fifsf /jswo B/7C/ replstwion nombvr) 

iOtrta J. Dimkavy-Rccirtraridw N<s- **h* Xu Knobte-**gfatr«tio B No. 32Jd? 



Sand cofrtwponcfeflee lo: KNOBLE & yoskeda, ixxr 
BfeJit TfVww Center, Sett* 13$0 
1638 JoJio F. Kennedy Blvd. 



Direct T&Jephone Calls to: (name and telephone number) 
Ktivitt jr. p.glcavy nt (215) gWKOQ 



joecfRcinter Cwwlb JANSEW 



Sola 6f ttst Itiu*tUarje afeMtitfa 



The Nct&crUod* 
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